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— The MAILING DATE of this communication appears on the cover sheet beneath the correspondence address- 
Period for Reply 
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_MONTH(S) FROM THE MAILING DATE 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE. 
OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed after SIX (6) MONTHS 
from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, such period shall, by default, expire SIX (6) MONTHS from the mailing date of this communication . 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 



Status 



^Responsive to communication(s) filed on 

This action is FINAL. 

Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed in 
accordance with the practice under Ex parte Quayie, 1935 CD. 1 1; 453 O.G. 213. 



Disposition of Claims 

.^Claimts) . 
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Of the above claim(s) 

Claim(s) 

Claim(s) 

Claim(s) 

Claim(s) 



is/are pending in the application, 
is/are withdrawn from consideration. 
. is/are allowed, 
is/are rejected, 
is/are objected to. 

■ are subject to restriction or election 
requirement. 



Application Papers 

_i See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The proposed drawing correction, filed on is LJ approved j disapproved. 

Z The drawing(s) filed on is/are objected to by the Examiner. 

Zj The specification is objected to by the Examiner. 
" : The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. § 119 (a)-(d) 

Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 11 9(a)-(d). 

; , All i Some* \ None of the CERTIFIED copies of the priority documents have been 

I i received. 

L i received in Application No. (Series Code/Serial Number) 



received in this national stage application from the International Bureau (PCT Rule 1 7.2(a)). 

'Certified copies not received: __ 

Attachment(s) 



tachm£nt;_, 

Mnfgmiation Disclosure Statement(s), PTO-1449, Paper No(s). . ^ 



lotice of Reference(s) Cited, PTO-892 
•"fiotice of Draftsperson's Patent Drawing Review, PTO-948 



; Interview Summary, PTO-413 
:i Notice of Informal Patent Application, PTO-152 
T Z Other 



Office Action Summary 



U. S. Patent and Trademark Office 
PTO-326 (Rev. 9-97) 



Part of Paper No. 



'U.S. GPO: 1998-454-457/97505 
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DETAILED ACTION 



1. Applicant's election of Group I (claims 1-40, 46, 49 ,50) in Paper No. 13 is acknowledged. Because 
applicant did not distinctly and specifically point out the supposed errors in the restriction requirement, the 
election has been treated as an election without traverse (MPEP § 818.03(a)). 

Claims 41-45, 47,48, 51-63 have been withdrawn from consideration by the examiner 37 CAR 1.142(b), 
as being drawn to nonelected invention and/or species 

2. Formal drawings and photographs have been submitted which fail to comply with 37 CAR 1.84. 
Please see the enclosed form PTO-948. 

3. The application is required to be reviewed and all spelling, TRADEMARKS, and like errors corrected. 

Trademarks should be capitalized or accompanied by the ™ or ® symbol wherever they appear and be 
accompanied by the generic terminology. Although the use of trademarks is permissible in patent 
applications, the proprietary nature of the trademarks should be respected and every effort made to 
prevent their use in any manner which might adversely affect their validity as trademarks. 

Appropriate corrections are required 

4. The following is a quotation of the first paragraph of 35 U.S.C. § 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

5. Claims 9, 11-15, 17-23 ( 25-27, 29, 31,34,37-40: It is apparent that the "3D1 H and "H2F", 12R" 
antibodies and the "CRL-12524 cell line" are required to practice the claimed invention. As required 
elements, they must be known and readily available to the public or obtainable by a repeatable method set 
forth in the specification. If they are not so obtainable or available, the enablement requirements of 35 
USC 1 1 2, first paragraph, may be satisfied by a deposit of the appropriate cell lines/hybridomas which 
produces these antibodies. See 37 CAR 1.801-1.809. 

In addition to the conditions under the Budapest Treaty, applicant is required to satisfy that aM 
restrictions imposed by the depositor on the availability to the public of the deposited material will be 
irrevocably removed upon the granting of a patent in U.S. patent applications . 



Amendment of the specification to recite the date of deposit and the complete name and address of the 
depository is required. As an additional means for completing the record, applicant may submit a copy of 
the contract with the depository for deposit and maintenance of each deposit. 
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should promptly submit a verW ^—1"^ * »» 

which the case the statement need not be verified. See MPEP 1 .bU4(D). 

the biological deposit of said immunoglobulin. 

„ K ,1 « 1799 31 34 3740arerejectedunder35U.S.C.§112,secondparagraph asbeing 

as the invention. 

n01 9C - 97 oq 31 34 37.40 are indefinite in the recitation of "3D1" and "H2F", 
antibodies" as the sole means of denWy,ng J?^"^^^ claimed products; since 

hybridomas. 

NOS. would render the claims definite. 

B) Claim 5 is indefinite in the .citation o, amino acid residue substitutions *ou. a base sequence to 
indicate the appropriate amino acid residues. 

"nucleic acids" are not defined. 

Applicant is invited to point out a definition .or "stHngen, conditions' in the specification as filed; i. one is 
aVa 'Z applicant is invited to consider amending the claims to recite functional language as veil. 

D, The applicant is reminded that the amendment must point to a basis in the specification so as no. to 
add any new matter. See MPEP 714.02 and 2163.06 
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, r ftf oc 1 1 c p r in? that form the basis for the 
7 The following is a quotaSon of the appropriate paragraphs of 35 U.S.C. § 
ei« o this section made in this Office act.cn: 
A person shall be entitled to a patent unless - 

filed in the United States before the J menls 0 , paragraphs (1), (2), 

IT « d« better, ft. tSt«1 mS^LU -»ar, - « «» «t *»* 

Thisapplicationc—^^ 
U.S.C. 103(a), the examiner V^^^S^W evidence to the contrary. Applicant is 

• . ,, „H 0r omiQc S 102(e) as being anticipated by Freeman et 
9. Claims 1-4, 640, 46, 49, 50 are rejected und er 35U.S ^ ^ \ e HF2.3D1 antibody that 
al.. (U.S. Patent No. 6,084,067) (see errtne docume )J F eema e ^ 
appears to be same B7-2-specif.c anbbod y h e <^^™ eaches a varie ty of art known 
Robes and columns 69-74, Example 8) h add or recombinant antibodies to make 
techniques at the time the invention Z wlumns 27-31 , Molecular Probes), 

antibodies less immunogenic for 

specific antibodies. 
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10. Claims 1-40, 46, 49 ,50 are rejected under 35 U.S.C. § 103 as being unpatentable over Freeman et 
aL (U.S. Patent No. 6,084,067) in view of art known gene cloning and expression strategies for deriving 
recombinant antibodies and fragments thereof, as disclosed/admitted on pages 10-29 or Examples I (only 
indicated as Exemplification on page 35 of the specification/ \\I\W of the instant specification or as cited by 
references on the 1449. It would have been have been a matter of routine experimentation well within the 
ordinary skill level of art to generate chimeric, humanized or recombinant HF2.3D1-/B7-2-specific 
antibodies, nucleic acids encoding said antibodies, vectors, host cells, methods of making and 
compositions thereof; given the HF2.3D1 antibody and hybridoma and its associated properties known in 
the prior art. The instant claims are drawn to HF2.3D1-/B7-2-specific antibodies and fragments thereof 
and nucleic acids encoding said antibodies, particularly the 3D1/B7-2 specificity. 

Freeman et al. teach the HF2.3D1 antibody that appears to be same B7-2-specific antibody of the 
instant application (see columns 27-31 , Molecular Probes and columns 69-74, Example 8). In addition, 
Freeman et al. teaches a variety of art known techniques at the time the invention was made to make 
humanized or recombinant antibodies to make antibodies less immunogenic for human therapeutic uses 
(see columns 27-31 , Molecular Probes). 

It appears that the instant "3D1" is the same as the "HF2.3D1" B7-2-specific antibody of the prior art. 

This reference differs from the instant invention by not disclosing the particular amino acid or nucleic 
acids of the HF2.3D1/ 3D1 antibody , nor of the particular "H2F", "I2R" antibodies and the "CRL-12524 cell 
line per se. 

However, as clearly taught by Freeman et al.;, it was obvious to one of ordinary skill in the art at the 
time the invention was made to humanize various antibodies, including "HF2.3D1" B7-2-specific antibody, 
particularly in view of its specificity and functional properties known at the time the invention was made. 

Given the availability of the HF2.3D1/ 3D1 antibody and hybridoma together to others with general 
immunoglobulin gene cloning and expression strategies, it would have been have been a matter of routine 
experimentation well within the ordinary skill level of art to generate chimeric or humanized HF2.3D1/ 3D1 
antibody B7-2-specific antibodies, nucleic acids encoding said antibodies, vectors, host cells, methods of 
making and compositions thereof. Given the highly conserved nature of immunoglobulin gene organization 
and structure and the availability of probes and PCR primers for immunoglobulin gene cloning, one of 
ordinary skill in the art could have isolated the functionally rearranged heavy and light chain variable 
regions from the HF2.3D1 hybridoma cell line and determined their sequences with a complete expectation 
of success. For example, the ordinary artisan does not need to determine the amino acid sequences of a 
rearranged V (variable) region before cloning. The claims do not differ unexpectedly or unobviously from 
what one of ordinary skill in the art would have expected to obtain given the known HF2.3D1 hybridoma 
thereof, the known heavy and light chain and the art known techniques regarding the production of 
chimeric antibodies, as acknowledged by the number of available art known procedures disclosed in the 
instant specification and cited on the Information Disclosure Statement. The claimed DNA sequences 
must encode a recombinant antibody comprising heavy and/or light chain variable regions of the instant 
B7-2-specific antibodies. 
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It is noted Examples 1/ll/ill of the specification discloses that the design of the instant "3D1", "H2F", 
"I2R" antibodies and the "CRL-12524 cell line were humanized versions (and associated nucleic acids, 
vectors, hosts cells) of the "3D17B7-2-specific antibody. Furthermore, it is acknowledged that the 
modifications of "3D1" antibody were designed on known parameters, techniques and computer programs 
(ABMOD and ENCODE) at the time the invention was made (also see 1449 references), including 
modifications to the framework regions to allow the recombinant antibodies to maintain substantial affinity 
to B7-2. Therefore, the claims limitations were expected functional products and modifications of making 
and preparing humanized HF2.3D1 /B7-2-specific antibodies at the time the invention was made. 

Immunoglobulin gene structure and organization were well understood in the art a the time the claimed 
invention was made and that strategies for cloning the DNAs encoding immunoglobulin variable regions 
genes were well established in the art at the time the claimed invention was made, as were methods for 
the production of DNA constructs encoding immunoglobulin variable regions. In addition, it was known at 
the time the invention was made that the benefits of producing recombinant antibodies to reduce the 
immunogenicity of therapeutic and diagnostic antibodies in human patients. From the teachings of the 
references, it was apparent that one of ordinary skill in the art would have had a reasonable expectation of 
success in producing the claimed invention. Therefore, the invention as a whole was prima facie obvious 
to one of ordinary skill in the art at the time the invention was made, as evidenced by the references and 
admitted prior art, especially in the absence of evidence to the contrary. 

11. No claim is allowed. 

12. Any inquiry concerning this communication or earlier communications from the examiner should be 
directed to Phillip Gambel whose telephone number is (703) 308-3997. The examiner can normally be 
reached Monday through Thursday from 7:30 am to 6:00 pm. A message may be left on the examiner's 
voice mail service. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christina Chan can be reached on (703) 308-3973. Any inquiry of a general nature or relating 
to the status of this application should be directed to the Technology Center 1600 receptionist whose 
telephone number is (703) 308-0196. 

Papers related to this application may be submitted to Technology Center 1600 by facsimile 
transmission. Papers should be faxed to Technology Center 1600 via the PTO Fax Center located in 
Crystal Mall 1. The faxing of such papers must conform with the notice published in the Official Gazette, 
1096 OG 30 (November 15, 1989). TheCMI Fax Center telephone number is (703) 305-3014. 

Phillip Gambel, Ph.D. 
Primary Examiner 
Technology Center 1600 
October 2, 2000 



